Objective: Myxofibrosarcoma (MFS) is a common soft tissue sarcoma (STS) that affects the extremities in elderly patients. The objective was to analyze the prognostic factors and outcomes of patients with MFS treated at a single institution. 95%, 2,15-12,24, P < 0,001) e MD (HR 540,97, intervalo de confiança de 95%, 5, 03, P < 0.001 
RESUMO

Objetivos: O mixofibrossarcoma (MFS) é um sarcoma de partes moles (SPM) frequente em idosos, que afeta os membros. O objetivo foi analisar os fatores prognósticos e os desfechos dos pacientes diagnosticados com MFS em uma única instituição. Métodos: Foram analisados retrospectivamente prontuários de 75 pacientes com MFS. Comparamos idade, sexo, tamanho e localização do tumor, grau histológico e o estádio da doença. A media da idade foi 49,7 anos (faixa de 1 a 88 anos). A localização foi: membro superior (25,4%), membro inferior (66,6%) e pelve (8%). Dos tumores, 46,7% foram de alto grau. As margens foram negativas em 76%. A análise de regressão de Cox bivariada foi usada para determinar as associações entre os fatores clínicos e de tratamento com a recorrência local (RL). Resultados: A media do acompanhamento foi 30,7 meses (faixa de 1,8 a 383,8 meses) e 26,7% dos pacientes tiveram RL. Metástases a distância (MD) foram relatadas em 27 (36%) pacientes. O local mais comum de MD foi o pulmão (92,6%). A sobrevida geral (SG) com metástase foi 21,2 meses (faixa de 4,8 a 114,8 meses). Os fatores preditivos de SG foram grau, RL (razão de probabilidades
INTRODUCTION
MFS is one of the most common STS of elderly patients. Histologically, is defined as a spectrum of fibroblastic lesions with variable myxoid stroma, pleomorfism and a distinctive curved-shaped vascular pattern. 1 It was classified as a unique entity by the World Health Organization (WHO) in 2002, due to its own clinical pattern and pathological behavior. 2 Commonly they rise in the extremities, but they can be found in the abdomen, retroperitoneum and in the head as well. 3 Surgery continues to be the gold standard treatment for MFS. To achieve wide surgical margins during the procedure, is not only the desirable goal of every surgeon, but also remains a challenge due to its poorly understood behavior. [3] [4] Chemotherapy (CT) and radiotherapy (RT) can be used as adjuvant or neoadjuvant settings, but the definitive role of both are not totally defined. They can be also used as palliative therapies for metastatic patients. [5] [6] But still, little have been investigated and documented about the clinical treatment of the disease. 7 Given the lack of randomized trials for the creation of treatment guidelines, the outcomes and prognostic factors for MFS, remain uncertain. 2 They exhibit a relatively better OS rate than the other STS, however, their propensity for LR, which can be as high as 60%, still remains as an important issue. [8] [9] Also, LR is directly associated with tumor grade and DM. Some studies, with poor casuistry, suggest that tumor size, positive surgical margins at resection and necrotic percentage, are possible prognostic factors for OS. 10 Nevertheless, an advantage in the prognosis of MFS, is a low risk of DM with reports in between 20-30% and an OS with reports in between 70-80% in five years. [11] [12] However, no large publications have yet totally investigated or defined the prognostic factors of MFS. Then, in an effort to improve the understanding of the clinical outcomes and the prognosis of appendicular MFS, we conducted a retrospective study, evaluating a series of 75 patients, with the purpose of describing the factors associated with the poor prognosis of the disease after surgical treatment.
MATERIALS AND METHODS
A retrospective study was performed after we obtained the approval from the ethical committee review board from our institute. We identify the clinical records from every patient diagnosed with MFS that underwent surgery, in the division of orthopedic oncology, in the last 25 years. A total of 75 patients with MFS in the extremities were included in this study. All the patients with incomplete data in the medical files, with the tumor located in the trunk or the head and that didn't received surgery as treatment, were excluded from our investigation. Diagnoses were performed by the pathology division of our institute, based on the WHO classification of STS. Demographic data including: gender, age, tumor location, surgery and number of surgeries, surgical margins, histologic grade, adjuvant or neoadjuvant therapy, LR and time to develop LR, DM and time to develop DM, follow up and oncologic status were collected. Histologic grade was determined based on French Federation of Cancer Centers (FNCLCC). The decision on using CT and RT for each patient was studied in multidisciplinary meetings. Of these patients, 44 were female and 31 were male, with a mean age of 53 (range, 1-88years). Most of the tumors (56%) appeared on the right side of the body. The thigh was the most affected anatomical location with 31 cases, followed by the calf 16 cases, forearm 10 cases, pelvis 6 cases, shoulder 4 cases and arm, hand and foot with 3 cases each ( Table 1 ). The size of the tumor was divided in four groups in accordance with the American Joint Committee on Cancer (AJCC) staging system. Group II had 32 patients, group III had 19 patients, group IV had 14 patients and group I had 10 patients reported (Table 1) . Sixty four (85.3%) patients received tumor wide resection surgery, while 11 (14.7%) patients underwent limb amputation. Margins were microscopically positive in 18 (24%) cases and negative in 57 (76%) cases. Most cases, 35 (46.7%), had grade 3 (FNCLCC) tumor report. LR was found in 20 (26.7%) cases, of which, 16 (80%) underwent multiple surgical procedures (MSP). Also, we had 27 (36%) reports of DM, being the lungs 25 (97%), lymph nodes 5 (18.5%), abdominal cavity 2 (7.4%) and brain 1 (3.7%) the affected sites (Table 1) . Twenty (26.7%) patients received neoadjuvant RT. Median follow up in this study was 30.7 months (range, 1.8-383.8 months among surviving patients). Median survival time was 29 months, OS rate was 59.3%. Twenty three (30.7%) patients died of the disease (Table 1) . Pathology reports of surgical margins, LR and OS after the first surgery, were considered the principal objectives of this study. Time for LR, single or multiple, was calculated from the first surgical procedure. OS was estimated using the Kaplan-Meier method. The relation between single surgical procedure (SSP), LR, DM and oncologic status were investigated using the log-rank test for categorical variables. Differences of the p < 0.05 were considered statistically significant. Disease free overall survival (DFOS) was also estimated using the Kaplan-Meier method. MSP, DM and deaths were considered the secondary objectives of this study. Also, we calculated the OS, time to LR and DFOS using Kaplan-Meier functions and log-rank tests to compare the outcomes of the qualitative variables. The influence of age on the outcomes of the patients was tested using the Cox bivariate regression. The not adjusted HR with their respective confidence interval of 95%, were calculated using the Cox bivariate regression. All the variables, that in the bivariate tests presented significant level of 0.10 (p < 0.1) with the use of multiple Cox regression, were tested in multiple models. The selected variables that when together presented significant level of 5% in the final model, 
RESULTS
LR was statistically influenced by tumor margins, MSP and DM (p < 0.001) (Figures 1-3 
DISCUSSION
MFS it's a rare tumor that represents 5% of all STS. Considered as the most frequent STS in elderly patients, it has a high rate of LR when compared with other sarcomas. MFS is usually reported as a high grade tumor, with an important potential of DM. 13 It is also often inappropriate excised, due to its variable presentation, infiltrative growth pattern and multiple onset location. 3, 11, 14 The reasons of the high rates of LR are not completely understood. Some authors believe that MFS cause an extensive invasion on the neighbor tissues, fact that is not visible during surgery. 3 Reports of small superficial MFSs, excised in not oncologic centers, treated as benign tumors, which end up being referred to specialized center with LR, is a common finding. 11 Some facts, described in few studies, can be considered to be important for the prognosis of MFS: tumor grade, surgical inadequate or positive margins, LR and DM. [15] [16] [17] To our knowledge, this is the first study that describes MFS as a unique entity, in a Latin American hospital, and the casuistry in this case series, is among the largest found in the investigated studies. In our study, 75 patients with pathologically confirmed diagnosis of MFS, and a median follow up of 30.7 months presented: 25% had positive surgical margins, 46.7 % had high grade tumors, 26.7 % had reports of LR and 36% presented DM. This study had a number of limitations. First, the lack of studies on this disease as a unique entity becomes a major difficulty on the research for information. Also the publications are often focused on specific subjects of MFS, instead of describing general information on the disease. Second, there are limitations for the applicability of this retrospective study. The information represents those of a single institution, and although it's the only documented paper of MFS in Latin America, we found a limited capacity of describing prognostic factor with narrow confidence intervals. Third, the information on the medical files is not always complete or understandable, which makes the number of cases included less representative. And fourth, the fact that the follow up time of 30.7 months is short, given that a five year OS is the expected in MFS, it becomes an inherent bias for this study. Clinically, MFS tend to have higher rates of LR when compared with other STS. In older publications, when MFS was known as Malignant Fibrous Histiocytoma (MFH), LR rates ranged from 22% to 79%. 16 In newer studies, this range is reported as lower, from 16% to 31%. [16] [17] The present study reports a LR rate of 26.7%, corresponding to the reports of modern papers. It seems that LR has a direct relation with tumor grade, surgical margins and DM. Most of the pathological reports for MFS are high grade tumors (FNCLCC). In a series of three different studies, we found that high grade MFS was predominant with 71%, 67% and 88% respectively. 3, 12, 14 In our study, high grade tumors were also predominant, but with 46.7%, which is less that the reported in other studies. There is no definitive information to categorize surgical margins, specifically when they are inadequate. 15 But evidence supports that positive margins, in fact, increases LR, affecting the DFOS. 10, 11, 18 As for DM, most of the studies report low rates with a range varying from 15% to 30%. The most common affected organ is the lung. In accordance to the findings in literature, our rate of DM was 36%, also being the lung the predominant affected organ. Although, the prognostic factors for MFS haven't been totally defined, there are some facts about the disease that have a direct connection with OS. Authors agree that tumor grade and surgical margins have a close relation with LR, being grade III tumors and reports of positive or not adequate margins, important factors for increasing the rates of LR. 11, 18 Another important fact is that the LR also increases the potential for DM, which has a direct effect on follow up time and consequently OS. 4, [19] [20] In our study, we identified that high grade tumors and positive margins, alone or together, directly increase the rates of LR. Also, we observed that LR has a principal role on the DM appearance. Interestingly, these facts separately or in group affect directly the OS of the patient with MFS. Anyhow, future studies are needed, to see whether these results are similar or not to the new information obtained.
CONCLUSION
In this institutional series of MFS, positive margins and DM were significantly associated with a higher risk of LR. Tumor grade, positive margins LR and DM are significant predictors of OS poor prognosis. 
